Combination therapy of S-1 with selective cyclooxygenase-2 inhibitor for liver metastasis of colorectal carcinoma.
Hepatic resection, the only curative treatment for liver metastasis of colorectal cancer has become standard treatment, but most cases of liver metastases are inoperable, and of the patients treated with hepatectomy about 50% have a recurrence in the liver. The aim of this study was to establish preventive therapy for the liver metastasis of colorectal cancer. In this study, a combined treatment with S-1 and a selective COX-2 inhibitor for liver metastasis of colorectal cancer was developed. The effect of these agents on the proliferation and invasion of a highly metastatic human colon cancer cell line, LM-H3, was examined. 5-Fluorouracil (5-FU) had an inhibitory effect on the proliferation of LM-H3 cells, but no inhibitory effect on the invasion of LM-H3 cells in in vitro experiments. 5-Chloro-2,4-dihydroxypyridine (CDHP) had no antitumor activity itself, but the inhibitory effect of 5-FU on the proliferation was enhanced by adding CDHP. COX-2 inhibitors, etodolac and rofecoxib, did not have an inhibitory effect on the proliferation of LM-H3 cells at low concentrations, but had significant inhibitory effect on the invasion of LM-H3 cells in in vitro experiments. In a nude mouse liver metastasis model, combined treatment with S-1 and a COX-2 inhibitor more effectively restrained liver metastasis of LM-H3 cells than either alone. This outcome was most likely due to S-1 inhibiting proliferation of and the COX-2 inhibitor inhibiting invasion of LM-H3 cells. Combined therapy with S-1 and a COX-2 inhibitor might hold promise for prophylaxis of liver metastasis of colorectal cancer.